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AB The patent relates to the preparation of fused bicyclic pyrimidine derivs. 

having an antagonistic effect on tachykinin receptors, especially on an NK1 
receptor. The fused bicyclic pyrimidine derivative is represented by the 
general formula (I) or salt wherein rings A and B each represents a benzene 
ring optionally having one to three substituents (two adjacent substituents 
may be bonded to each other to form a ring); C = nitrogen containing. ring; R = 
H, Cl-6 alkyl, Cl-6 alkylcarbonyl or Cl-6 alkylsulf onyl ; m is 1 or 2; and n is 
2 or 3. Thus, the titled compound [where R = H, m = 1, n = 3, A = 2- 
methylphenyl , B = 3 , 5-di (trif luoromethyl) , and C = 4 -acetylpiperazine] 
prepared by reacting 1 -acetylpiperazine with the corresponding precursor 
having methanesulf onyl -substitution instead of piperazinyl group of the 
product was tested in NK1 receptor solution and gave Kb = 0.14 8 n mol./L. 
IT 606971-27-1P 606971-28-2P 606971-29-3P 

606971-30-6P 606971-31-7P 606971-32-8P 

606971-33-9P 606971-34-0P 606971-35-1P 

606971-36-2P 606971-37-3P 606971-38-4P 

606971-39-5P 606971-40-8P 606971-41-9P 




I 



606971-42-0P 606971-43-1P 606971-44-2P 
606971-45-3P 606971-46-4P 606971-47-5P 
606971-48-6P 606971-49-7P 606971-50-OP 
606971-51-1P 606971-52-2P 606971-53-3P 
606971-54-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) (preparation of fused bicyclic pyrimidine derivative as tachykinin 
receptor antagonist) 
606971-27-1 CAPLUS 

Piperazine, l-acetyl-4- [6- [ [3,5-bis (trif luoromethyl) phenyl] methyl] - 
1,5,6,7,8, 9-hexahydro-5-oxo-4-phenylpyrimido [4, 5-b] [1,5] diazocin-2-yl] - 
(9CI) (CA INDEX NAME) 




606971-28-2 CAPLUS 

Piperazine, l-acetyl-4- [6- [ [3, 5-bis (trif luoromethyl ) phenyl] methyl] -4- (4- 
f luorophenyl) -1,5,6,7,8, 9-hexahydro-5-oxopyrimido [4 , 5-b] [1 , 5] diazocin-2 - 
yl] - (9CI) (CA INDEX NAME) 




606971-29-3 CAPLUS 

Piperazine, l-acetyl-4- [6- [ [3,5-bis (trif luoromethyl ) phenyl] methyl] - 
1,5,6,7,8, 9-hexahydro-4- (2 -methoxyphenyl) -5-oxopyrimido [4,5- 
b] [l,5]diazocin-2-yl] - (9CI) (CA INDEX NAME) 




606971-30-6 CAPLUS 

Piperazine, l-acetyl-4- [6- [ [3 , 5-bis (trif luoromethyl) phenyl] methyl] - 

1, 5, 6, 7, 8, 9-hexahydro-4- (2 -methylphenyl) -5-oxopyrimido [4 , 5-b] [1, 5] diazocin- 

2-yl]- (9CI) (CA INDEX NAME) 



Ac 



F3C 




CF3 



RN 606971-31-7 CAPLUS 

CN Pyrimido[4,5-b] [1 , 5] diazocin-5 (1H) -one, 6-[[3,5- 

bis (trif luoromethyl) phenyl] methyl] -6,7,8, 9-tetrahydro-4- (2-methylphenyl) -2 
(4-morpholinyl) - (9CI) (CA INDEX NAME) 



F3C V 




,CF3 



r 



RN 606971-32-8 CAPLUS 

CN Pyrimido[4,5-b] [1, 5] diazocin-5 (1H) -one, 6- [[3, 5- 

bis (trif luoromethyl) phenyl] methyl] -6 , 7 , 8 ,' 9-tetrahydro-4 - (2-methylphenyl) -2- 
[4- (2-pyridinyl) - 1-piperazinyl] - (9CI) (CA INDEX NAME) 

S N- 



i:H2 




CF-3 



RN 606971-33-9 CAPLUS 

CN Pyrimido[4,5-b] [1 , 5] diazocin-5 (1H) -one, 6-[[3,5- 

bis (trif luoromethyl) phenyl] methyl] -6, 7, 8, 9-tetrahydro-4- (2-methylphenyl) -2- 
[4- (2-pyrimidinyl) -1-piperazinyl] - (9CI) (CA INDEX NAME) 



i:H2 
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*CF3 



RN 
CN 



606971-34-0 CAPLUS 

1- Piperazinecarboxaldehyde, 4- [6- [ [3 , 5 -bis (trif luoromethyl) phenyl] methyl] - 
1,5,6,7 , 8, 9-hexahydro-4- (2-methylphenyl) -5-oxopyrimido [4, 5-b] [1, 5] diazocin- 

2- yl]- (9CI) (CA INDEX NAME) 




RN 606971-35-1 CAPLUS 

CN Pyrimido[4,5-b] [1 , 5] diazocin-5 (1H) -one, 6-[[3,5- 

bis (trif luorome thy 1) phenyl] methyl] -6,7,8, 9-tetrahydro-2 - (IH-imidazol-l-yl) - 
4- (2-methylphenyl) - (9CI) (CA INDEX NAME) 




RN 606971-36-2 CAPLUS 

CN Pyrimido [4, 5-b] [1 , 5] diazocin-5 (1H) -one , 6- [[3,5- 

bis (trif luorome thyl) phenyl] methyl] -6,7, 8, 9-tetrahydro-4- (2-methylphenyl) -2- 
(lH-l,2,4-triazol-l-yl) - (9CI) (CA INDEX NAME) 




RN 606971-37-3 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [6- [ [3,5-bis (trif luoromethyl) phenyl] methyl] - 
1,5,6,7, 8, 9-hexahydro-4- (2-methylphenyl) -5-oxopyrimido [4 , 5-b] [1, 5] diazocin- 
2-yl]-, ethyl ester (9CI) (CA INDEX NAME) 




RN 606971-38-4 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [6- [ [3 , 5-bis (trif luoromethyl) phenyl] methyl] - 
1,5,6,7,8, 9-hexahydro-4- (2-methylphenyl) -5-oxopyrimido [4 , 5-b] [1 , 5] diazocin- 
2-yl]-, ethyl ester (9CI) (CA INDEX NAME) 
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RN 606971-39-5 CAPLUS 

CN Acetamide, N- [1- [6- [ [3 , 5 -bis (trif luoromethyl) phenyl] methyl] -1,5,6,7,8,9- 
hexahydro-4- (2 -methylphenyl) -5-oxopyrimido [4 , 5 -b] [1, 5] diazocin-2-yl] -3- 
pyrrolidinyl] - (9CI) (CA INDEX NAME) 
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RN 606971-40-8 CAPLUS 

CN Pyrimido [4, 5-b] [1 , 5] diazocin-5 ( 1H) -one , 6- [[3,5- 

bis (trif luoromethyl) phenyl] methyl] -2- [4- (dimethylamino) -1-piperidinyl] 
6,7,8,9-tetrahydro-4- (2 -methylphenyl) - (9CI) (CA INDEX NAME) 
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RN 606971-41-9 CAPLUS 

CN Pyrimido [4, 5-b] [1 , 5] diazocin-5 (1H) -one, 6- [[3,5- 

bis (trif luoromethyl) phenyl] methyl] -6 , 7 , 8 , 9-tetrahydro-4- (2 -methylphenyl) -2- 
[4- (1-pyrrolidinyl) -1-piperidinyl] - (9CI) (CA INDEX NAME) 
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RN 606971-42-0 CAPLUS 

CN Pyrimido [4, 5-b] [1 , 5] diazocin-5 ( 1H) -one , 2 - [1 , 4 ' -bipiperidin] - 1 ' -yl-6- [ [3 , 5- 
bis (trifluoromethyl) phenyl] methyl] -6 , 7 , 8 , 9-tetrahydro-4- (2 -methylphenyl) - 



(9CI) (CA INDEX NAME) 
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\^ Me 1^ I I 




RN 
CN 



CF3 



606971-43-1 CAPLUS 

Pyrimido [4, 5-b] [1 , 5] diazocin-5 (1H) -one, 6- [[3,5- 

bis (trif luoromethyl) phenyl] methyl] -6, 7, 8 , 9-tetrahydro-4 - (2 -methylphenyl) -2- 
[4- (4-morpholinyl) -1-piperidinyl] - (9CI) (CA INDEX NAME) 
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CH 2 
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RN 606971-44-2 CAPLUS 

CN Pyrimido [4, 5-b] [1 , 5] diazocin-5 (1H) -one, 6- [[3,5- 

bis (trif luoromethyl) phenyl] methyl] -6,7, 8 , 9-tetrahydro-4 - (2 -methylphenyl) -2- 
[4- (2-oxo-l-pyrrolidinyl) -1-piperidinyl] - (9CI) (CA INDEX NAME) 

ML . N - 
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606971-45-3 CAPLUS 

Piperazine, l-acetyl-4- [6- [ [3 , 5 -bis (trif luoromethyl) phenyl] methyl] -5,6,7,8- 
tetrahydro-4- (2 -methylphenyl) -5-oxo-lH-pyrimido [4 , 5-e] [1, 4] diazepin-2-yl] - 
(9CI) (CA INDEX NAME) 




CH2 N 




RN 606971-46-4 CAPLUS 

CN Piperazine, l-acetyl-4- [6- [ [3,5-bis (trif luoromethyl) phenyl] methyl] - 

5,6,7,8,9, 10-hexahydro-10-methyl-4- (2 -methylphenyl) -5 -oxopyrimido [4,5- 
b] [l,5]diazocin-2-yl] - (9CI) (CA INDEX NAME) 
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606971-47-5 CAPLUS 

Pyrimido [4, 5-b] [1, 5] diazocin-5 (6H) -one, 6- [ [3,5- 

bis (trif luoromethyl) phenyl] methyl] -7, 8, 9, 10-tetrahydro-10-methyl-4- ( 
methylphenyl) -2- (4 -morpholinyl) - (9CI) (CA INDEX NAME) 
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606971-48-6 CAPLUS 

Pyrimido [4, 5-b] [1,5] diazocin-5 (6H) -one, 10-acetyl-2 - (4-acetyl-l- 
piperazinyl) -6- [ [3, 5-bis (trif luoromethyl) phenyl] methyl] -7,8, 9, 10- 
tetrahydro-4- (2 -methylphenyl ) - (9CI) (CA INDEX NAME) 
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606971-49-7 CAPLUS 

Pyrimido [4, 5-b] [1 , 5] diazocin-5 (1H) -one, 6- [ [3,5- 

bis (trif luoromethyl) phenyl] methyl] -2- (1, l-dioxido-4 -thiomorpholinyl) 
6, 7, 8, 9- tetrahydro-4- (2 -methylphenyl) - (9CI) (CA INDEX NAME) 




pi -i 



RN 606971-50-0 CAPLUS 

CN 1H-1,4-Diazepine, l-acetyl-4- [6- [ [3, 5-bis (trif luorome thy 1) phenyl] methyl] - 

1,5,6,7, 8, 9-hexahydro-4- (2 -methylphenyl) -5-oxopyrimido [4, 5-b] [1, 5] diazocin- 
2-yl]hexahydro- (9CI) (CA INDEX NAME) 



F3C^ 




,CF3 



RN 606971-51-1 CAPLUS 

CN Piperazine, 1- [6- [ [3, 5-bis (trif luoromethyl) phenyl] methyl] -1,5,6,7,8,9- 
hexahydro-4- (2 -methylphenyl) -5-oxopyrimido [4 , 5-b] [1, 5] diazocin-2 -yl] -4- 
(methylsulfonyl) - (9CI) (CA INDEX NAME) 




CF3 



RN 606971-52-2 CAPLUS 

CN Acetamide, N- [1- [6- [ [3 , 5-bis (trif luoromethyl) phenyl] methyl] -1,5,6,7,8,9- 
hexahydro-4- (2 -methylphenyl) -5 -oxopyrimido [4 , 5-b] [1 , 5] diazocin-2 -yl] -4- 
piperidinyl] - (9CI) (CA INDEX NAME) 

CF3 




AcNl 



RN 606971-53-3 CAPLUS 

CN Methanesulfonamide, N- [1- [6- [ [3 , 5-bis (trif luoromethyl) phenyl] methyl] - 

1, 5, 6, 7, 8, 9-hexahydro-4- (2 -methylphenyl) -5-oxopyrimido [4, 5-b] [1 , 5] diazocin- 
2-yl] -4-piperidinyl] - (9CI) (CA INDEX NAME) 
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RN 606971-54-4 CAPLUS 

CN Pyrimido [4, 5-b] [1 , 5] diazocin-5 (1H) -one, 6- [[3,5- 

bis (trif luoromethyl) phenyl] methyl] -2- (1, l-dioxido-4 -thiomorpholinyl) 
6, 7, 8, 9-tetrahydro-4- (2 -methoxyphenyl) - (9CI) (CA INDEX NAME) 
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Structure attributes must be viewed using STN Express query preparation. 
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